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RECEIVED 

CENTRAL FAX CENTER 
10/634,709 2 AUG 2 4 2006 PC25236A 

AMENDMENTS TO THE CLAIMS 

The following listing of claims will replace all prior versions, and listings, of claims in the 
application. 

Listing of claims : 
1-11 (canceled). 

12 (previously presented). A compound selected from: 

4^5-{543-(4-Methoxy-phOTyl)-^ 

ylmethyl)-benzoic acid; 
4-{ 5-[2-(4-Ruoro-benzylcaiba^ 

benzoic acid; and 
4- { 5-[2-(4~Huoro-benzylcarbamoyl^ 

ylmethyl} -benzoic acid; or 
a pharmaceutically acceptable salt thereof. 

13 (canceled). 

14 (previously presented). A pharmaceutical composition, comprising a 
compound according to Claim 12, or a pharmaceutically acceptable salt thereof, 
admixed with a pharmaceutically acceptable carrier, excipient, or diluent. 

15 (canceled). 

16 (previously presented). A method for treating osteoarthritis or rheumatoid 
arthritis, comprising administering to a patient suffering from osteoarthritis or 
rheumatoid arthritis a nontoxic effective amount of a compound according to 
Claim 12, or a pharmaceutically acceptable salt thereof. 

17 (previously presented). A compound of Formula TI 
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or a pharmaceutically acceptable salt thereof, 
wherein: 

* 

Rl and R 2 independently are selected from: 
H; 

Ci-C6 alkyl; 

Substituted QQ alkyl; 
C2-Q5 alkenyl; 

Substituted Cz-Ce alkenyl; 
C 2 -C 6 alkynyl; 

Substituted C2-C6 alkynyl; 

C 3 -Qs cycloalkyl; 

Substituted C3-C* cycloalkyl; 

C3-C6 cycloalkyl-(Ci-C 6 alkylenyl); 

Substituted C3-C6 cycloalkyl-(Ci-C6 alkylenyl); 

3- to 6-membered heterocycloalkyl; 

Substituted 3- to 6-membered heterocycloalkyl; 

3- to 6-membered heterocycloalkyl-(Ci-C6 alkylenyl); 

Substituted 3- to 6-membered heterocycloalkyl-(Cj-C$ alkylenyl); 

Phenyl-(Ci-C6 alkylenyl); 

Substituted phenyl-(CrC 6 alkylenyl); 

Naphthyl-(Ci-C6 alkylenyl); 

Substituted naphthyHCi-Qs alkylenyl); 

5-, 6-, 9-, and 10-membered heteroaryl-(C 1 alkylenyl); 

Substituted 5-, 6-, 9-, and 10-membered heteroaryl-(C r C6 alkylenyl); 

Phenyl; 
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Substituted phenyl; 
Naphthyl; 

Substituted naphthyl; 
5-, 6-, 9-, and 10-membered heteroaryl; 
Substituted 5- 7 6-, 9-, and 10-membered heteroaryl; 
R 3 0-(Ci^ alkylenyl); and 
Substituted R 3 0-(Ci-C« alkylenyl); 
5- or 6-membered heteroaryl; 
Substituted 5- or 6-membered heteroaryl; 
8- to 10-membered heterobiaryl; 
Substituted 8- to 10-membered heterobiaryl; 
PhenyIO-(C r C 8 alkylenyl); 
Substituted phenyl-0-(Ci-C 8 alkylenyl); 
Phenyl-S-(Ci-C 8 alkylenyl); 
Substituted phenyl-S-(Ci-C 8 alkylenyl); 
Phenyl-S(0)-(Ci-C 8 alkylenyl); 
Substituted phenyl-S(0)-(Ci-C g alkylenyl); 
Phenyl-SCOMCi-Cg alkylenyl); and 
Substituted phenyl-S(0>2-(C|-C8 alkylenyl); 
wherein R and R are not both selected from: 
H; 

C!-C6 alky]; 
C2-C6 alkenyl; 
C2-Cg alkynyl; and 

C3-C6 cycloalkyl; 
wherein at least one of R 1 and R 2 is independently selected from: 

C 3 -C$ cycloalkyl-(Ci-C6 alkylenyl); and 

Substituted C 3 -C$ cycIoalkyl-(Ci-C 6 alkylenyl); 
Each R 3 independently is selected from: 
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H; 

C!-C 6 alkyl; 

Substituted Ci-Ce alkyl; 

C3-C 6 cycloalkyl; 

Substituted C3-C6 cycloalkyl; 

PhenyKCi-Qs alkylenyl); 

Substituted phenyl-CCx-C^ alkylenyl); 

Naphthyl-(C a -C<5 alkylenyl); 

Substituted naphthyMQ-Ce alkylenyl); 

5-, 6-, 9-, and 10-membeied heteroaryI-(Ci-C6 alkylenyl); 

Substituted 5-, 6-, 9-, and 10-membered heteroaryl-(Ci-C 6 alkylenyl); 

Phenyl; 

Substituted phenyl ; 
Naphthyl; 

Substituted naphthyl; 

5-, 6-, 9- y and 10-membered heteroaryl; 

Substituted 5- t 6-, 9-, and 10-membered heteroaryl; 
One of S, T, and U is N and the other two of S, T> and U are C-R 4 ; 
Each R 4 independently is selected from: 

H; 

F; 

CH*; 

CF 3 ; 

C(0)H; 

CN; 

HO; 

CH3O; 

C(F)H 2 0; 

C(H)F 2 0; and 
CF3O; 
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Q is N(R 6 )C(0); 

R 6 is H, Cj-Cg alkyl, C3-C6 cycloalkyl; 3- to 6-membered heterocycloalkyl; 

phenyl; benzyl; or 5- or 6-membered heteroaryl; 
Each "substituted" group contains from 1 to 4 substituents, each independendy on 
a carbon or nitrogen atom, independently selected from: 

C,-C6 alkyl; 

C2-C6 alkenyl; 

C 2 -C 6 alkynyl; 

C3-C6 cycloalkyl; 

C3-C6 cycloalkyhnethyl; 

Phenyl; 

Phenylmethyl; 

3- to 6-membered heterocycloalkyl; 

3- to 6-membered heterocycloalkylmethyl; 

cyano; 

CF 3 ; 

(C,-C 6 alkyl)-OC(O); 
HOCH 2 ; 

(d-C 6 alkyl)-OCH 2 ; 
H 2 NCH 2 ; 

(C,-C 6 alkyl)-N(H)CH 2 ; 
(Cj-Q alkyl)j-NCHa; 
N(H)2C(0); 

(Ci-C 6 alkyl)-N(H)C(0); 

(Cj-C 6 alkyl)2-NC(0); 

N(H) 2 C(0)N(H); 

(C-Q alkyl)-N(H)C(0)N(H); 

NCH^COJNCC-Cs alkyl); 

(C r C 6 alkyl)-N(H)C(0)N(Ci-C 6 alkyl); 

(C,-C 6 alkyl)2-NC(0)N(H); 
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(C,-C 6 aIkyl>2-NC(0)N(Ci-C6 alkyl); 

N(H)2C(0)0; 

(Ci-C 6 alkyl>N(H)C(0)0; 

(C r C 6 alkyl)2-NC(0)0; 

HO; 

(Ci-C 6 alkylK>; 

CF 3 0; 

CF 2 (H)0; 

CF(H)20; 

HjN; 

(C,-C6 alkyl)-N(H); 
(C!-C6 alkyDj-N; 
OaN; 

(d-Cfi alkyl)-S; 
(d-Ce a]kyI)-S(0); 
(Ct-Cc alkyl)-S(0)2; 
(d-Ce alkyl) 2 -NS(0) 2 ; 

(Ci-Ce alkyl>S(0)o-N(R>C(OHCi-C8 alkylenyl) m ; and 

(d-C 6 alkyl)-C(0)-N(H)-S(0) 2 -(Ci-C8 alkylenyl)^ 
wherein each substituent on a carbon atom may further be independently selected 
from: 

Halo; 
HO2C; and 

OCH 2 0, wherein each O is bonded to adjacent carbon atoms to form a 5- 
membered ring; 

wherein 2 substituents may be taken together with a carbon atom to which they 

are both bonded to form the group C=0; 
wherein two adjacent, substantially sp 2 carbon atoms may be taken together with 
a dixadical substituent to form a cyclic diradical selected from: 
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R 




R ; R ;and r . 

R is H or Ci-Q alkyl; 
m is an integer of 0 or 1 ; 

wherein each heterocycloalkyl is a ring that contains carbon atoms and 1 or 2 

heteroatoms independently selected from 2 0, 1 S, 1 S(O), 1 S(0) 2 , 1 N, 2 
N(H), and 2 N(Ci-C6 alkyl)* and wherein when two O atoms or one O 
atom and one S atom are present, the two O atoms or one O atom and one 
S atom are not bonded to each other, and wherein the ring is saturated or 
optionally contains one carbon-carbon or carbon-nitrogen double bond; 

wherein each 5-membered heteroaryl contains carbon atoms and from 1 to 4 
heteroatoms independently selected from 1 0, 1 S, 1 N(H), 1 N(Ci-C 6 

alkyl), and 4 M, and each 6-membered heteroaryl contains carbon atoms 
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and 1 or 2 heteroatoms independently selected from N, N(H), and N(C]-C6 
alkyl), and 5- and 6-membered heteroaryl are monocyclic rings; and 9- 
and 10-membered heteroaryl are 6,5-fused and 6,6-fused bicyclic rings, 
respectively, wherein at least 1 of the 2 fused rings of a bicyclic ring is 
aromatic, and wherein when the O and S atoms both are present, the O and 
S atoms are not bonded to each other, 

wherein with any (Ci-C* alkyl)2-N group, the Ci-C$ alkyl groups may be 
optionally taken together with the nitrogen atom to which they are 
attached to form a 5- or 6-membered heterocycloalkyl; and 

wherein each group and each substitoent recited above is independently selected 

18 (previously presented). The compound according to claim 17, wherein Q is 
N(H)C(0). 

19 (previously presented). The compound according to claim 18, wherein each 
Ci-Ce alkylenyl is CH* 

20 (previously presented). The compound according to claim 19, wherein at 
least one substitnent is selected from the group consisting of: 

CO2H; 

CO2CH3; 

CH3O; 

F; 

CI; 

CN; 

CF 3 ; 

CH 3 S(0)2; 
CH 3 ; or 

wherein at least two substituents are CI and F, 2 F, or OCH 2 0, wherein each O is 

bonded 10 adjacent carbon atoms to form a 5-mcmbcrcd ring. 
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Tho compound according to claim 21 , whoreift A 



10/634,709 

21 (canceled). 

22 (currently amended). 
compound of Formula I 




I 



or a pharmaceutical^ acceptable salt thereof, 
wherein: 

Rl and independently are selected from: 
Hi 

Ci-C g alkvl: 

Substituted C r C* alkvl: 
C?-C fi alkenvl; 

Substituted C^-C^ alkenvl: 
C^Cj s alkynyl; 

Substituted CVC^ alkynyl; 

Cv-Cg cvcloalkvl: 

Substituted Cv-C* cvcloalkvl: 

C^-C Q cvcIoalkvl-fCj-C* alkvlenvl): 

Substituted Ca*C* cvcloalkvMCS-CU alkylenyl): 

3- to 6-membered heterocycloalkyl; 

Substituted 3- to 6-membered heterocycloalkvl; 

3- to 6-membered heterocycloalkyHCi-C* alkvlenvD: 

Substituted 3- to 6-membered heterocvcIoalkvl-fCi-CA alkylenyl): 

Phenyl-fCi- C * alkvIenvH: 

Substituted phenvl-(Ci-C6 alkylenvO: 
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NaphthvMCi- C * alkylenyl): 

Substituted naphthyl-fCi-C* alkvlenvn: 

5-, 6-. 9-. and 10-membered heteroai^/l-fCi-C^ alkvlcnvD: 

Substituted 5-, 6-, 9-. and 10-membered heteroaryHCV C * alkvlenvl); 

Phenyl: 

Substituted phenyl: 
Naphthvl: 

Substituted naphthyl: 
5-> 6-, 9-» and 10-membered heteroaryl; 
Substituted 5-. 6-, 9-, and 10-membered heteroaryl: 
R 3 Q-(Cv-C* alkvlenvn: 
Substituted R^-iCyCfi alkylenyl); 
5- or 6-membered heteroarvl: 
Substituted 5- or 6-membered heteroaryl: 
8- to 10-membered heterobiarvl: 
Substituted 8- to 10-membered heterobiarvl: 
Phenyl-O-fC-Cft alkvlenvn; 
Substituted phenvl-Q-(Ci -Cg alkylenyH: 
Fhenvl-S-fO-C* alkvlenvn: 
Substituted phenyl-S-fd-Cg alkylenyl); 
Phenvl-S(OWC r Cg alkvlenvn: 
Substitated_phenvl-S(QV(Ci -C fl alkvlenvft: 
Phenvl-SfOVfCVCp alkylenyl); and 
Substituted phenvl-SfOyfCVCs alkvlenvn: 
wherein R 1 and R 2 are not both selected from: 

H; 

C lr C6 alkyl; 
Cg-C ^ alkenvl: 
Q>-CV; alkvnvl: and 
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Each R independently is selected from: 
Hi 

C-^-C g alkyl; 

Substituted C r Cg alkvl: 

Cg-Gscvcloalkv]; 

Substituted C^-Cfi cvcloalkvl; 

PhenYl-(C r C fi alkylenyl); 

Substituted phenvl-(Cj-Cg alkylenyl); 

Naphthvl-fd-C^ aUcvlenyl): 

Substituted naphthvl- (C r C^ alkvIenvD; 

5-, 6-» 9-, and 10-membered heteroan4-(Cj-Cfl allevlenvD: 

Substituted 5-, 6-, 9-, and lO-membered heteroarvl-(C r Gs alkylenvU; 

Phenyl; 

Substituted phenyl; 
Naphthvl; 

Substituted naphthvl: 

5-, 6-, 9-, and 10-membered heteroaryl; 

Substituted 5-. 6-. 9- 7 and 10-membered heteroarvh 
S is N and T, U, and W each are C-R 4 ; 
Each R 4 independently is selected from: 

Hi 

CHy. 
C(Q)H: 




CHiO: 
CfFfflkO: 
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C(IT>F ? 0: and 
CF^O; 

V is selected from the group 
N=N 



N 



consisting of: 
N=N 





■N , and 




O is NOnCfO): 

?M "■"instituted" group contains from 1 to 4 substituents. each independently on 
a carbon or nitrogen atom, independently selected from: 

Cj-Qtalkvl: 

CyQalkenyl: 

C^-Cg alkynvl; 

C^-Cg cycloalkyl; 

Cv-Cfr cycloalkylmethyl: 

Phenyl: 

Phenvlmethyl: 

3- to 6-roembered heterocycloalkyl; 

3- to 6-membered heterocvcloalkvlmethvl: 

cvano: 

(Ci-Gt alkvlVOC(O): 
HOCEbi 

(C-C^ alkvllOCrk: 

f Cr-Cg alkvllNflfflCH?; 
tCaalkvlVNCH,: 
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(C r C* alkvlVMEDCfO): 

(C-GtallcvlV-NaOV 

Nffl VC(OYN(ID; 

(C-C^ alkvllNflfflttCnNttD: 

Nff^aOWCC^ alkvl): 

(C]-Ca alkyn-NfmCfOWC^ alkvlV. 

(C } -C p alkviVNaOWflfl: 

(Ci-C* aikvlVNaO)N(C r G s alkvl): 

(d-G; alkvlVN(H)CfQ)Q; 
fC-Q alkviyNCCCnO: 
HQ; 

(Cj^Cfi alkyD-O; 

CF?(H)Q; 
CFflJWO; 
-H^N; 

(C-Cc alkvl^-N: 

fC-q alkvIVS: 
fC r C^ alkvIVS(O); 
fC-GtalkvIVSfOV. 

fCi-Ck alkvlVSfOVNfffl-CfOWC^-Cfi alkvlenviy: and 

(C r C* alkyimOVNfH^fOWCi-Q alkvlenvlU: 
wherein each substituent on a carbon atom may further be independently selected 
from: 

Halo: 
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HO?C: and 

OCHgO, wherein each O is bonded to adjacent carbon atoms to form a 5- 
membered ring; 

wherein 2 substituents may be taken together with a carbon atom to which thev 

are both bonded to form the group C=Q: 
wherein two adjacent, substantially sp 2 carbon atoms mav be taken together with 
a diradical substituent to form a cyclic diradical selected from: 



R 




RisHorCi- C U alkyl; 
m is an integer of 0 or 1: 
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therein each heterocvcloalkvl is a ring that contains carbon atoms and I or 2 

heteroatoms independently selected from 2 O. 1 S. 1 S(0\ 1 SfOK 1 N T 2 
N(Hh and 2 N(Cj-C* alkvl\ and wherein when two O atoms or one O 
atom and one S atom are present, the two O atoms or one O atom and one 
S atom are not bonded to each other, and wherein the ring is saturated or 
optionally contains one carbon-carbon or carbon-nitrogen double bond: 

wherein each S-membered heteroarvl contains carbon atoms and from 1 to 4 
heteroatoms independently selected from 1 0. 1 S. 1 N(H1 1 N(C T -C* 
alkvl), and 4 R and each 6-membered heteroarvl contains carhnn atoms 
and 1 or 2 heteroatoms independently selected from N. N(H)» and NfC r C^ 
alkvl), and 5- and 6-membered heteroarvl are monocyclic rings; and 9- 
and 10-membered heteroarvl are 6.5-fused and 6,6-fused bievclic rings,, 
respectively, wherein at least 1 of the 2 fused rings of a bievclic ring is 
aromatic, and wherein when the O and S atoms both are present, the Q and 
S atoms are not bonded to each other: 

wherein with any (C r C^ alkvl) z -N group, the C r C* alkvl groups may be 
optionally taken together with the nitrogen atom to which thev are 
attached to form a 5- or 6-membered heterocvcloalkvl: and 

wherein each group and each substituent recited above is independently selected . 

23 (previously presented). The compound according to claim 22, wherein at 
least one of R 1 and R 2 is independently selected from: 

C 3 -C6 cycloalkyl-(Ci-C 6 alkylenyl); and 
Substituted C3-C6 cycIoalkyl-CQ-Q alkylenyl). 

24 (previously presented). The compound according to claim 23, wherein each 
Ci-Ce alkylenyl is CH 2 . 

25 (previously presented). The compound according to claim 24, wherein at 

least one substituent its scloctod from the group consisting of: 
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* 

CO2H; 

CO2CH3; 

CH3O; 

F; 

CI; 

CN; 

CF 3 ; 

&kS(Oh; 

CH3; or 

wherein at lease two substituents arc CI and F, 2 F, or OCU2O, wherein each O is 
bonded to adjacent carbon atoms to form a 5-membered ring, 

26 (currently amended). A pharmaceutical composition comprising a 
compound according to any one of claims 17 and Hr 22, or a pharmaceutical 
acceptable salt thereof, admixed with a pharmaceutically acceptable carrier, 
excipient, or diluent. 

27 (currently amended). A method for treating osteoarthritis, comprising 
administering to a patient suffering from osteoarthritis a nontoxic effective 
amount of a compound according to one of claims 17 and Si 22, or a 
pharmaceutically acceptable salt thereof. 

28 (currently amended). A method for treating rheumatoid arthritis, 
comprising administering to a patient suffering from rheumatoid arthritis a 
nontoxic effective amount of a compound according to one of claims 17 and 34- 
22. or a pharmaceutically acceptable salt thereof. 
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